replacement sneets " 
Applicants: David J. Pinsky, et at 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 1 of 60 



1/60 



FIGURE 1 




I psi lateral Contralateral 



"Replacement Sheets " 
Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 2 of 60 



FIGURE 2 A 



2/60 



0> 

u 
a> 
-a 

S .22 
a S 

03 ^ 



50 
40 

30 

20 
10 
0 



* * * 



Wild Type 



PMN (-) 



FIGURE 2B 



U 

© 

CO 

o 
IS 

Q 



s 



Wild Type 



PMN (-) 



"Replacement Sheets " 
Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679 f 135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 3 of 60 



FIGURE 2C 



3/60 



0) 
U 

O C/3 

O S 

PQ *■< 

2 2 

QJ U 



100 



75 



50 



25 



0 



Wild Type 



PMN (-) 



FIGURE 2D 

60 I 



40 - 

g 

? 20 " IIIIIH III 

o 

o Ml 1111 11111111 — lllllll LLLU 

Wild Type PMN (-) 



Kepiacement Sheets 
Applicants: Duvid J. Pinskv, et al. 
U.S. Serial No: 10/679.135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 4 of 60 

4/60 



FIGURE 3 



ICAM-1 
p-actin 




rFrt AVAILABLE COPY 



Applicants: David J. Pinskv. et at. 

U.S. Serial No: 10/679,135 

Filing Date: October J. 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 5 of 60 

5/60 



FIGURE 4A FIGURE 4B 




BEST AVAILABLE COPY 



Applicants: David J. Pinskv. et al. 

U.S. Serial No: 10/679 J 35 

Filing Date: October 3. 2003 

Title of the Invention: Method for Treating 

ischemic Disorder Usinx Carbon Monoxide 

Sheet 6 of 60 

6/60 




Applicants: David J. Pinskv. et al. 

U.S. Serial No: 10/679,135 

Filing Date: October i. 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 7 of 60 



7/60 



FIGURE 6A 




Wild Type 



FIGURE 6B 



« mm etsKCBf 




m *mmm inn 

ICAM-1 (-/-) 



AKCfnucemeru oneeis 
Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 8 of 60 



FIGURE 7A 



8/60 



J- 

CD 

£ -a 

I a 

> s 

Si 0> 
*2 C3 

a w 



50 



40 



30 - 



* 20 - 



10 - 



0 




Wild Type 



ICAM-1 -/- 



FIGURE 7B 



o 
Q 

DJD 
O 



2 - 




Wild Type 



ICAM-1 -/- 



"Replacement Sheets " 
Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 9 of 60 



FIGURE 7C 

100 



9/60 



u 

a> 

£ s 
fa § 

o ^ 

3 & 
^ 5 

o> o 

U C 



75 



50 



25 



0 



Wild Type 



ICAM-1 -/- 



FIGURE 7D 



£ 20 h 



o 



60 



40 - 



0 




Wild Type 



ICAM-1 -/- 



Applicants: David J. Pinsky, et al. 

U.S. Serial No: 10/679,135 

Filing Date: October 3, 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 10 of 60 



10/60 




Cpn/n) java 



"Replacement Sheets " 
Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 11 of 60 



11/12 




Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 12 of 60 



12/60 



FIGURE 9A 



a 

C 

PQ 
p2 
O 



I 

Ph 



I 



e Normoxia 
id Hypoxia 



** 



** 



2 4 
Exposure Duration (hrs) 



FIGURE 9B 



W) 
C 

• P-< 

C 

s 

a> 

o 

WD 



I 

Ph 

I 

< 



0 



eNormoxia 
m Hypoxia 



-CHX 



+CHX 



Applicants: David J. Pinsky, et al. 

U.S. Serial No: 10/679 J 35 

Filing Date: October 3, 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 13 of 60 



13/60 



FIGURE 9C 



_8000 

E 



o 



g 6000 



CD 



O 



4000 



CD 

i2000 



°Normoxia 
■Hypoxia 



i 



N 



H+B 




H+NB 



FIGURE 9D 



CO 



X 

.m e 15 

CD t> 



co I 10 
£ 5 



CO 
m 



-CHX 



+ CHX 



"Replacement Sheets " 
Applicants: David J. Pinsky, et aL 
VS. Serial No: 10/679,135 . 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 14 of 60 

14/60 

Graft Myeloperoxidase 

(A AbS 460nm/ mil1 ) 



u £5 




IT) 



(%) IBAIAJltS IJBJO 



"Replacement Sheets " 
Applicants: David J. Pinsky, et at. 
U.S. Serial No; 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 15 of 60 



15/60 



in 



MPO ( A Abs 460 nm/min/mg protein) 

in 

in cnj 



ft 

o 

fe- 



es 

o 



C3 

V 

in 

o 




On 



li 



-L 



in 



in 



in 

CM 



ft 



ft 



1 * 



(%) IBAIAJnS 



DC 



0> 

ft 



in 



0J 

ft 



O 



"Replacement Sheets" 
Applicants: David J. Pinsky, et al. 
U.S. Serial No; 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 16 of 60 



16/60 




(liu/§u) ui[npouioquiojqx 



Applicants: David J. Pinsky. et al. 

U.S. Serial No: 1 0/679 J 35 

Filinx Date: October 3, 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Usinx Carbon Monoxide 

Sheet 1 7 of 60 



17/60 




"Replacement Sheets " 
Applicants: David J. Pinsky, et at. 
U.S. Serial No: 10/679 J 35 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 18 of 60 



18/60 



FIGURE 12 A FIGURE 12B 

Internal 




Applicants: David J. Pinskw et id. 

U.S. Serial .Vo: 1 0/679 J 35 

Filing Date: October J. 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Usinx Carbon Monoxide 

Sheet I <><>f 60 



19/60 



ii§igiiiiiiiiliii§ii:ig 




O 

fa 



isiiiem 




iieimi 
aiiiiiii 

11IBI1II 

laiisflii 
nineii 
unease 



liffaii _ 

JKfj 





■■■■an 

■■■HHiiSSSSSS 

!!■■■■■ ■■■■■■■■ 



Replacement meets 
Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 20 of 60 



FIGURE 14A 



20/60 



u 

CD 

li 
If 

03 0) 



FIGURE 14B 

o 
o 



« 

o 

o 
DX) 

o 

o- 

5- . 
S3 

FIGURE 14C 
100 



S g 

o ^ 

O .03 

Ph <u 

o> ^ 

V, s 

a> o 




129J 



CD1 



C57/B16 




129J 



CD1 



C57/B16 




129J 



CD1 



C57/BI6 



4) 
U 

£ S 

© J 

g 2 

03 



80 



60 



40 



-S 20 



Applicants: David J. Pinsky, et at. 

U.S. Serial No: 10/679,135 

Filing Date: October 3, 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 21 of 60 



FIGURE ISA 



21/60 



p < 0.0001 



p < 0.05 



FT 



-rf 



1 I 1 I 



FIGURE 15B 
o 

(Z3 



o 
a> 

a 

DX) 

o 

o 
?M 
s 

sz: 



FIGURE 15C 150 



J3 

. P- 

K CM 

to o> 
o 

o eg 

PQ o> 



Small / 6.0 Large / 6.0 Large / 5.0 



p < 0.05 



p < 0.0001 



Small / 6.0 Large / 6.0 Large / 5.0 



100 - 



u s 

o 




Small / 6.0 Large / 6.0 Large / 5.0 



FIGURE 16A 



4> 
U 

J s 

^ as 

c 



FIGURE 16B 

O 



FIGURE 16C 



s- 

S; .22 
to 5 

O — » 

o . 

^ s 



Keptacement sneers 
Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 22 of 60 



50 



40 



30 



20 



22/60 



cm . 



I 



Normothermia Hypothermia 



£ 3 

o 

o 

*5jd. 

sz: 



Normothermia Hypothermia 



80 



60 - 



40 - 



20 - 




Normothermia Hypothermia 



FIGURE 17A 



u 

pC 

n 
if 



FIGURE 17B 



o 

c/5 



10 
Q 

o 



25 



FIGURE 17C 



Si 

S a 

o « 

^ s 

© 

u u 



i\e/jiute ment meets " 
Applicants: David J. Pinsky, et al 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
ischemic Disorder Using Carbon Monoxide 
oneet 23 of 60 



23/60 




Transient 



Permanent 




Transient 



Permanent 



replacement zneeis 
Applicants: David J. Pinsky, et at. 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 24 of 60 

24/60 



•H- 



9 ' 



< 

00 

i 

o 



o 








o 

i c 


O 








E 


CO 


E 


o. 


E 


• 


o 


c 




< 


i 
I 




0 


1 


• 






CM 



CM 



(|ej3)e|e4uoo/|ej9)e|isd|) 
uoijeinajnoov Apoqijuv-lszi 



S3 
O 

£3 cm 

•3 a 
o ^ 

Pi 



S3 

« S3 

so 

S £ 

Ah 



itepiticemefu o/tcc*j 
Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 25 of 60 



25/60 



2 



+ 

W 
GL 



CM 



CM 



in 



(|8Je|B|BJ|U03 / |BJe}Bj|8d|) 

uoiieiniunoov NWd-u| m 



FIGURE 19A 



I* 

GO 
75 



«3 

CO 

0) 



(0 



01 

O 



O 
O 



FIGURE 19B _ 

O 



o o 
o 



FIGURE 19C 



20 



5 
o 



x: 

Q 

CO 



100 



§5 

CD s 

~"(5 



£ 80 



0) 
w 

O 



C 

o 
o 



20 



Applicants: David J. Pinsky, et aL 

U.S. Serial No: 10/679,135 

Filing Date: October 3, 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 26 of 60 



26/60 



100 - 
80 - 



60 - 



40 - 



20 - 



100 



80 - 



60 - 



5a 

O <ft 

£ E 

o x 
o Z 

CD 2 

CD k- 



£i= 40 - 




60 - 



40 - 




■♦—PS +/+ 



- - - PS -/- 



p<0.05 
— //— 



a b 
\ 



Occlusion 



Gd 



Reperfusion 



Annliamts: David J. Pinsky. etui. 

U.S. Serial No: 10/679,135 

Filing Date: October 3, 2003 

Title of the Invention: Method for Treating 

ischemic Disorder Usina Carbon Monoxide 

Sheet 27 of 60 




Applicants: David J. Pinsky, et al. 

U.S. Serial No: 10/679,135 

Filing Date: October 3, 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 28 of 60 



FIGURE 21A 66 



28/60 



CD 

E -J2 
^5 a> 

^3 £5 

~ ~ *55 
ex. 



^ o 



FIGURE 21B 




PS ♦Ai- 



PS-/- 



a> 

o 
o 
CO 



o 



o 

o 
o 




PS+/+ 



PS-/- 



FIGURE 21 C 




PS+/+ 



PS-/- 



Kepiacemem oneeis 
Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679 J 35 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 29 of 60 



29/60 



FIGURE 22A 

100 



a> 
o.S2 

5.3 

PQ £ 
U 8 



75 - 



50 - 



25 - 




Control 



a PS 



FIGURE 22B 



66 



4> 

43 

ft 



0 s 



33 



1 



Control 



a PS 



Applicants: David J. Pinsky, et aL 

U.S. Serial No: 10/679,135 

Filing Date: October 3, 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 30 of 60 



30/60 



FIGURE 22C 

4 



<D 

O 
O 
CO 



Z 3 



o 

(5= 
CD 



y. 2 



o 

"cn 
o 

o 



1 



i 



Control 



a PS 



FIGURE 22D 




Control 



a PS 



'Replacement Sheets" 
Applicants: David J. Pinsky, et at. 
U.S. Serial No: 10/679 J 35 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 31 of 60 



FIGURE 23A 31/60 



E 



CO 

£ 
a> 



n 73 

O »— 
CO 

— - (o 
CL 




Control 



CO 



**p = 0.02 



FIGURE 23B 



co 
o 




Control 



CO 



"Replacement Sheets " 
Applicants: David J. Pinsky, et aL 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 32 of 60 



32/60 



CM 




1—1 1 1 1 




(a.i3qdsiui3q [Ci9}e[isdi %) 



"Replacement Sheets " 
Applicants: David J. Pinsky, et al. 
US. Serial No; 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 33 of 60 

33/60 

Mortality (%) 




(ejaqdsiiueLj |eja;5j!sdi %) 



'Replacement Sheets " 
Applicants: David J. Pinsky, et at. 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 34 of 60 



34/60 



FIGURE 25 



Effect of Inhaled CO Pretreatment 
on Cerebral Infarction Volume 




tiepuu anient vie as 
Applicants: David Y. Pinsty, ft al. 
U.S. Serial No: 10/679.135 
Filing Date: October 3. 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 35 < if 60 



35/60 



FIGURE 26A FIGURE 2 6B FIGURE 26C 




FIGURE 26D FIGURE 2 6E FIGURE 26F 



BEST AVAILABLE COPY 



Replacement Sheets " 
Applicants: David J. Pinskv, et ai 
U.S. Serial No: 10/679,135 
Filing Date; October J. 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 36 of 60 



36/60 



FIGURE 27 



Effect of Cerebral Ischemia 
on Induction of HO- 1 

Mouse A Mouse B 




Heme Oxygenase I 




p-Actin 



BEST AVAILABLE COPY 



ncpttin.meni Sheets 
Applicants: David J. Pinskv, et at. 
U.S. Serial No: 10/679.135 
Filing Date: October J, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 37 of 60 



37/60 



FIGURE 28 

Effect of Hypoxia on Cerebral 
HO Induction In Vivo 

Normoxia Hypoxia 




Heme Oxygenase I 



(3-Actin 



BEST AVAILABLE COPY 



U.S. Serial No: 10/679,135 

Filing Date: October 3, 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 38 of 60 



FIGURE 29 




Hypoxia-lnduced Expression of HO-I Antigen 
in Murine Brain Endothelial Cells 






46 kD- 




30 kD- 



21.5 kD- 
14.3 kD- 




BEST AVAILABLE COPY 



t\i y 

Applicants: David J. Pinsky. et al. 

U.S. Serial No: 10/679.135 

Filine Date: October 3, 2003 

me of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 39 of 60 

39/60 



FIGURE 30 



Effect of Hypoxia on HO-I mRNA Induction 
in Murine Brain Endothelial Cells 




BEST AVAILABLE COPY 



"Kepiacement zneeis 
Applicants: David J. Pinsky, et at. 
U.S. Serial No: 1 0/679, 135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 40 of 60 



40/60 




CM 



CD 



CM 



(|BjaiB|BJiuo3/|BjaiB|isd|) 
uouB|ntunoov Apoqiiuv-lszi 



c 
o 

fl 

O <D 
CO Q. 
0) 
DC 



o.2 

i'8 

cl 



Applicants ; David J. Pinsky. et al. 

U.S. Serial No: 10/679.135 

Filing Date: October 3, 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 41 of 60 



41/60 




"Replacement Sheets" 
Applicants: David J. Pinsky, et al. 
V S. Serial No: 10/679 J 35 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 42 of 60 



42/60 



CO 



#1- 




CM 



in 



(|ejd}e|ej)uoo / |eja)e|jsdi) 

uoiieiniunoov NIAId- u lj.n. 



Replacement oneeis 
Applicants: David J. Pinsky, et aL 
U.S. Serial No: 10/679,135 
Filing Date: October 5, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 43 of 60 



FIGURE 32A 



43/60 



i E 

§5 

CD S 
— . 0) 

2*5 
■2 « 

k_ 

O C 

°5 



100 - 



80 - 



60 



40 - 



20 - 




FIGURE 32B 



4> 

km 

0» 

£ 1 

ox 
o _ 

GO 2 
— o 
to *s 

k. CO 

a> c 

°3 



100 - 



80 



60 



2 40 



20 



FIGURE 32C 



-I 








PS -/- | _ 


• 

• 

• 

• 
* 

• 


-i- 


J- 


• 
• 
• 

• • 













01 

100 

> a. 

£ 1 
8E 

CO 
0) 
_ CO 

o c 

°5 



CD 



80 



60 



2 40 



20 




a b cd e 



f 



"Replacement Sheets " 
Applicants: David J. Pinsky, et aL 
US. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 44 of 60 



44/60 



FIGURE 33A 




FIGURE 33B 



PS +/+ 



PS -/- 



C3 



3 

CD 



100 
80 
60 
40 
20 



0 — 



30/34 



18/42 



PS +/+ 



PS -/- 



Applicants: David J. Pinsky, et al. 

VS. Serial No: 10/679,135 

Filing Date: October 3, 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 45 of 60 



o 



45/60 

' 1 ' I j 1 1 1 ' ' ' l i i i | i i i 



ml 

I — 




oo 





o 
< 



C/3 

o 

On 



1 1 



J 1 L 




J 1 L 



o 



I 



00 



(%) IBAIAJnS □ 

(ajaqdsiiuaq iBJajB|BJjuoo %) A\ojj poo|g |Raqaja3 ^ 
(aj^dsiiuaq |BJ3|B|jsdi %) 3iun|0A PJbjui O 



Applicants: David J. finsicy, et at. 

U. S. Serial No: 101679, 135 

Filing Date: October 3, 2003 

Title of the Invention: Method for Treating 

Ischemic Disorder Using Carbon Monoxide 

Sheet 46 of 60 



FIGURE 35A 



46/60 




5 10 15 

Hemoglobin (g/dL) 



20 



FIGURE 35B 



5/3 _ 

« c 
Q e 



.Si K> 



Q. 

o 




"Replacement Sheets" 
Applicants: David J. Pinsky, et al. 
VS. Serial No: 10/679,135 
Filing Date: October 3. 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 47 of 60 



47/60 



< 



c 



0> 
C 



E 



C/5 



C 

O 

CJ 



— r 



(rail OSS) 





"Replacement Sneets 
Applicants: David J. Pinsky, et aL 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 48 of 60 



48/60 



< 



* 
* 



© 

00 



QJ 
.5 

J- + 
© 

So 



5 



"T- 



(uiu OSS) 



Applicants: David i. Pinsky. et aL 

U.S. Serial No: 10/679.135 

Film}* Date: October J. 2003 

Title of the Invention: Method for Treating 

ischemic Disorder Using Carbon Monoxide 

Sheet 49 of 60 



49/60 



FIGURE 37 




'Replacement znetis 
Applicants: David 7. Pinsky, et al. 
VS. Serial No: 10/679, 135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 50 of 60 



FIGURE 38A 



50/60 



o 

X 

V 



s 



4 - 



2 3 



22 1 



0 



xxxxx 



Control 



X 

l_ 



Sham 



XX 



XX 



XX 



xxxx 



Collagenase Collagenase + rtPA 



FIGURE 38B 



u 

© 

X 

U 



c/5 



0 





XX 


X 


XX 


XX 


X 


XXX 


X 


XXX 

i 


• 


Stroke = Saline 


Stroke + rtPA 



"Replacement Sheets" 
Applicants: David J. Pinsky, et al. 
US. Serial No: 1 0/679, 135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 51 of 60 

51/60 




o 



ii 

>> 

, 1 r 

in *n *r> 

^: © «3 



(uiu OSS) 



"Replacement Sheets " 
Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679 J 35 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 52 of 60 



52/60 



FIGURE 40A 
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FIGURE 41A 
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FIGURE 41B 
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FIGURE 42A 
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FIGURE 42B 



u 

° 3 

w 

y 2 

Is 

s ■ 

1 



0 



T 



Vehicle 



300 600 
IXai Dose (ng/kg) 



1200 



"Replacement Sheets" 
Applicants: David J. Pinsky, et al. 
U.S. Serial No: 10/679,135 
Filing Date: October 3, 2003 
Title of the Invention: Method for Treating 
Ischemic Disorder Using Carbon Monoxide 
Sheet 60 of 60 



60/60 



FIGURE 43 
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